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89-0130, Report Project # 89-0090, 89-0091, 89-0092, and 89—009-.
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This 1s a final report on four developnental tovicity
studies and confirms the results from a previously reported
prelininary studies of *“hese efrects (MRID # 4C9505-01, HED
Document 007228).

Gavage administration of Vmclozolin to pregnant rats
results in decreased anal-genital distance in males at :0 '
mq/kg/day vith a NOEL of 15 mg/kg/day. - .

CONCLTSIONS: Thls DER contains.4 studx.es revieved together. The 4
: studies or projects are referred to by the last number in -he
project nuaber (See Tables A, B, C, and D belovw) . '

‘Doses Adml.m.sterﬂd° In study 4 - 0, 15, 50, and 150 ng/kq/day, in
study § - ¢, 50, 100, and 200 mg/kg/day, in study 6 - 0, 200, axd
400 me/kg/day, and in study 8 - 0, 600, and looovmq/kg/day.o ,
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Develcpmental Toxicity:

NOEL: 15 mg/kg/day.

L=L: 50 mg/kg/day for decreased anal-genital distance and anal-
genital index in mnales (pseudohermaphroditism). Increased
incidence of dilated renal pelvis, hydroureter, and accessory
l1ith rib may have occurred at 400 mg/kg/day and higher.

. -Mazernal Toxicity:

NCEL: < 500 =g/kgsday.

LZL: < 00 mg/kg/day for increases in absolute ‘and relative .
acrenal and liver weight. Organ weights were not determined at
lcwer dose levels. . o

Core classificaticn: Suppleméntary until a éatisfactory data is
susmitted on the-stability of the cest material in 0.5% cMc, .

v

Recuested Action: :

The Registration Division requested that the Toxicology
Branch 1 (IRS) review data on four developmental toxicity studies
with Vinclozolin. :

-

- Additioral Ne I ation:
The stability of 7inclozolin in 0.5% CMC was reported to be

80% in 24 hours at roca temperature with only a summary statement
about a zetabolite being ircreased in proportion. Submission of
stacility data is required. However, data on the stability of
Vinclozclin in 0.5% CMC has been requested for the dermal
developrental zoxicity study. If tais information about the
~ derzal developzental tcxicity study is acceptable, it also wculd

be z2zceptable and sufficient for this current gavage
developmental study.

cover memc on the full repert of four develcpneﬁtal toxicity
studies/Rat/B:\VINCL723.23C\ HDEV4CO.FUL/D Anderson/4/23/90.
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STUDY TYPE: evelcpmental Toxicity/83-3/Rat/BASF Pro;. $ 89-
0190, Report Proj. # 89—0090, 89-0091, 89-0092, and 89-0093;
: Progect Nos: 34R0165/84084, 34R0165/8408§h~34R0165/8408g, and
92R0165/84088, respectively. :
. ‘ : IQK__Qﬂgﬂ__EQ;- 323¢C
QBLQ_LQ; 41132’°f1
Tgs: HATEB;AL vinclozolin, technical; A.I. 1s " {3-(3,5~

dlchlorophenyl)-S-ethenyl- -methyl-2,4-.
oxazolidinedi-2, 4-one] :

STRUCTURE: c1
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N/ \ C-CH*3§
/ S '
‘_ cl 0 CHy

SYNONYMS:  Ronilan.
SPONSOR: BASF Corp. Chemicals DlV., Ag. chem.,vloo Cherry

Hill Road, Parsippany, NJ 07054.

' TESTING FACILITY: BASF Aktiengésellshaft, Dept. Toxicology,
6700 Ludwlgshafen, Federal Republic of
Germany.

STUDY N0.: . BASF No. 89-0190, Report Projects Nos.: 39-

0090, 89-0091, 89~-0092, and 83-0093.

89-0090 was project #: 34R0165/84084,

89-0091 was project #: 34R0165/8408S5S,

89-0092 was project #: 34R0165/84086, and
89-0093 was project #:.92R0165/84088.

Project # 89-0493; The First Preliminary
Results of Several......, which was presented
in Doc. No. 7228, consisting of Study #:
88/0493, Project #: 34R0165/84084, -
34R0165/8408%, 34R0165/8408¢, 92R0165/84088.

REPORT TITLE: Report on the Prenatal Toxicity Studies with
- ’ Reg. No. 83 258 (Vinclozolin) in Rats After
Oral Administration (Gavage) - Consisting of
Report Nos. 8970090, 8970091, (89,0052) (This
latter number was omitted from t1t1e) .
- 89/0093.

-
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Developncntal Toxicity/83-3/Rat/BASPF # 89-0190.

AUTHOR(S) : ‘T Hellwing (Sic), PhD. (Author in preliminary
: : studies and on page 17 of 411322-01 was
iisted as J Hellwig, PhD).

'REPORT ISSUED: . March, 1289.

CONCLUSIONS: This DER contains 4 studies reviewed together. The
four studies or projects are referred to by the last number of
+he project (See Tables A, B, C, and D below).

Doses Administered: In study 4 - 0, 15, 350, and 150 mg/kg/day,  in
study 5 - 0, 50, 100, and 200 mg/kg/day, in study 6 - 0, 200, and
100 mg/kg/day, and in study 8 - J, 600, and 1000 mg/kg/day.

Developmental Toxicity:

YOEL: 13 mg/kg/day. . .

LEL: 50 mg/kg/day for decreaced anal-genital distance in males
(pseudohe:maphrodx:ism). Increased incidence of dilated renal
pelvis, nydroureter, and accessory l4ath rib may have occurred at '
200 mg/kg/day and higher. ‘ ‘ . )

vaternal Toxicity:

\OEL: < 600 rg/kg/day. : .
1EL: < 600 mg/kg/day for increases in absolute and relative
adrenal and liver weight. Organ weights were not determined at
lower dose levels. o o 1 :

Ccre‘classificaticn: Supplementary'until’a satisfactory data is
supbmitted on the stability of the test material in 0.53% CMC.

A. MATERIALS: -

p Test gomgggggzvinclozolin, Description: Solid white g wder,

-

~ast Substance = 34/165, Batch % N173, Purity 99.6%.

2. Test animals: Species:Rats, Strain: Chbb:THOM-SPF Wistar,
Age: 9-10 weeks, Weight: mean = 221 ¢ at pmating, Source: Karl
Thomae, Biberach an der Riss. FRG. _Acclimatization: > S5 days.
1. Environmental: Housing: single caging, stainless steel wire
—esh. Temperature: 20 - 24 degrees C. Humidity: 30 - 70%.
Light:dark = 12:12.

. 3. STUDY DESIGN: The 4 studies under study report nunmbers 89-
0090, 89-0091, 89-0092, and 89-0093 were conducted from Septemker
21 to Octocber 19, 1987; January 11 to February 11, 1988; March 130
to April 27, 1988; and May 26 to June 15, 1988, respectively. -
‘These studies will be referred to in the subsequent report by the
l1ast number of each corresponding project %. )

39-0090 is project 3: 34R0165/34084,
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Developmenta% Toxicity/83-3/Rat/BASF # 89~0190.
89-0091 is project #: 34R0165/8408S,
'89-0092 is project #: 34R0165/84086, and
89-0093 is project #: 92RC165/84088.

1. Animal Assignment - The animals were randomly assigned and
animals ear tagged. Females were co-housed with malés, 2-4:1.
There was no indication that males were assxgned to an equal
number of females/droup.

2. Test §ub$tancg Administration: Test substance was administer-
ed by gavage in 5§ ml of 0.5% carboxylmethylcellulose in distilled

water/kg body weight and extended from gestational day (gd) § to

gd 19 because of nature of the effects produced.

The Guidelines

83-3 require administration of the doses from gestational day
(gd) 6 to 15. The dose levels and the number of animals used per
group in the four studies are given in Tables A, B, ¢, and D.

Table A.

Groups used for Project Number 34R0165/84081. Hereafter desxg-

nated Study 4.

Volume

Dose’ conc. Number:
Test ng/kg/ of Doses. in of '
group day I 0 emale

0.5% CMC in
1. Cont. water vehicle -] 0- 25
2. Low (LDT) 15 - 300 25
3. Mida (MDT) 50 3 1000 25
4. High(HDT) 150 _5 3000 23
Table B.-

Groups used for Prc]ect Number 34R0165/8408§ Hereafter desxq-

nated Study §

- Dose Volume Coric. Number
Test ng/kg/ of Doses in

group y i glzgg[ggx ggzlog m} ggga;gg

0.5% CMC in

‘1. Cont, water vehicle 5 0 25
2. Low (LDT) 50 5 1000 25
3. Micd (MDT) 100 . 5 2000 25
__ﬁ;g_n_mm') 200 5 4000 25
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Table C.

Groups used for Project Number

nated Study §.

3430165/84085. Hereafter desig-

Number

Dose Volume Canc.
Test ag,/kg/ ‘of Doses in - of
group éav.__ ml/zkg/day  2q/100 al FTenales
G.5% CMC in . :
1. Cont. water vehicle 5 0 25
2. Low (LDT) - 200 5 4000 . 25.
. 3. High(HDT) 200 5 8000 25
Table D.

Groups used for ?roject Number 92R0165/84088. Hereafter desig-

nated Study 8.

conc.

. Dose Volume Number
Test ng/kg/ of Doses in - of
groun . 23y ml/zk . E

0.5% CMC in :
1. Cont. water vehicle 10 _ -0 . 10
2. Low (LDT; 600 190 . 6000 10
3. High(HDT) 1000 _10 - 10000 10
3. Analysis © 03] joms: Analyses on the stability,
wcmogeneity were stated to be carried out by the analytical .

1aboratories of BASF (Dr.
ion of dosing suspensions

Schmidt).
were conducted twice during the dosing

Analysis of the ccncentrat-

period (Dr. pawliczek) and are rgported in Tables £, F, G, and H.

Results. -

The teét materiél in 0.5% CMC was f&und to be

sufficieritly stable if dosing solutions were prepared each day.

Solutions were found

substance. The
-83% of nominal at
dose level (Table E).

and were in greater error pro
analysist with the problems o
_Analyses conducted with more experience and at higher 4
were 93%- 106% of nominal (Table F-H).
adjusts the LEL and NOEL by percentage
w#ill not be done in this case
The dose levels analyzed later in the study which included a dose
inal (Table F, G, and h)
1) noted in study £ in

however, this

level of 50 ng/kg/day

to be 80% stable
gradation product which is also a metabolite,
the corresponding decrease in the
concentrations of

were 96-106% of nomi
and indicated that the error (83% of ncmina

within 24 hours. A de-
was increased by
concentration of the test

Ordinarily, the Agency
dgviation‘frén-dominal,
for two reasons. 1)

the 50 mg/kg/day dose lével was probably an analytical error and

nct ar error in the dose level.

In addition, the 15 mg/kg/day

4

the dosing suspensions were 81%
the lowest dose tested and the next higher

These were the first analysés conducted
bably because of inexperience of the
£ analyzing Vinclozolin in CMC.
' ose levels
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Developmental Toxicitg/ss—alnatlnhst $ 89-0190.

dose level is sufficiently lower than the minimal effect level of
50 mg/kg/day to compensate for any error which may have cccurred
in the 50 mg/kg/day dose level. 2) The 50 mg/kg/day dose level
was very close to the dose ievel which caused no-effects as can
be seen from the data and discussion on page 10 of this DER, i.e.
the anal-genital distance was statistically significantly
decreased at the 50 mg/kg/day dose level but anal-genital index,
a petter indicator of these effects, was only nominally
decreased. ‘ . .
This reviewer has seen-data from several testing leIora-
tories indicating considerable difficu’ tly with initial anal-
_ ytical results on test material suspenced in carboxymethylcell-
ulose and methylcellulose. The analytical concentrations become
closer to 100t of nominal for analyses conduced after the test-
ing laboratory gains experience with analyses in CMC or MC.
‘ The stability data must be submitted. . )

Table E.

Concentration of dosing suspensions for huhper 4.
Dose level Nominal Average Analytical :
mag/kg/day Cmag/ml 3 omi Range
'15- ; 3000 81% : 61~104%
50 10000 83% ‘ 51-98%
150 . 30000 | 99% 87-108%
| Table F.
Concentration of dosing suspensions for number 5.
Dose level Nominal Average,AnalyticalA
ng/kg/day mg/ml of nomi o e
50 10000 99% - 93-102%
100 - ° 20000 98% 92-103%
. 200 . > 40009 104% - 100-108%
: “Table G.
Concentration of dosing suspensions for number §.
Dose level Nominal Average Analytical -
mg/kg/day. mg/ml 3 of nominal
200 : L 40000 . S101% . 98-104% )
30C - 20000 106% 104-107%

(¢ )
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Developmental Toxicity/83-3/Rat/BASFP # 89-0190.
‘ Table H.
Concentration of dosing suspensions for number 8.
Dose level Nominal Average Analytical
ng/kg/day mg/ml % of nominal - Range
600 - 60000 ' 93% 86~-100%

400 80ooc . 101% _101-101%

¥

4. Fcod and Water: - The food source was ground Kliba 3:2 rat/
nouse/hamster feed supplied by Xlingentalmuhle AG, CH-4303 Kaise-
" raugst, Switzerland. The water source and purity water was the
purity of tap water and analyzed by the municipal water author-

ity. Both were supplied ad libitum. :

‘5. Statistics - The data were analyzed by the Department of
Toxicology at BASF. All tests were reported at the 5% and 1%
level of significance. ‘ ’ :

6. Quality assurance was signed by Dr. V. Schulz of the quality
assurance unit on 3/22/85 for project 34R0165/84084, 3/22/89 for .
project 34R0165/8408S, 3/22/89 for project 24R0165/84088, but the
statesent was not signed for project 43R0165/84088. However,
since project 34R0165/84088 was unnecessary for the evaluation of
the developmental toxicity of Vinclozolir in rats, a quality
assurance statement for study 8 is unnecessary.

7. Hiszorv - These four studies were conducted in response to a

study conducted in Japan under Japanese guidelines for BASF Japan

‘K Takehara, M Itabashi, T Inoue and M Tajina, "Teratcgenicity

study of Vinclozolin (BAS-352F) to Rats in Dietary Administra-

. =ion", ccnducted by Nippon Institute for Biological Science,
2221-: Shin-machi, Ohme-shi, Tokyo 198, December 1979 for BASF

Japan:. This study from Japan differed from EPA ¢ildeline studies

essentially in that the test material was administered in the
diet, and frcm gd 0 through 21, 1l days longer than OPP require-
"ment cf gd 6 through 15 (HED Document No. 007228). The four new
studies were also conducted for a longer dosing period, 6 through
19, but by gavage. Interim reports (Octcber, 1988) have already
been evaluated (Document Number 007228, May 31, 1989). These

s _demons on th nal-genital distan

males, and verify the study results from Japan. .
: The final reports of these four studies conducted by BASF to
validate the effects noted in the study from Japan are the sub-

ject cf this DER. This validation is reported in a series of
_studies designated by the BASF Study Number 89/0190; Report study
3+ 89/090, 8970091, 89/0092, and 89/0093 or projects # 34R0165/~
34084, 34R0165/8408S, 34R0165/ 84088, 92R0165/84088, respective~

ly.

c. 1} (o} E : The numbered tables were copied from.
study rerort submitted.. ' i

9
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nevelopmental Toxicity/83~3/Rat/BaAS?Y ¢ 89-0190.

1. _ggg;gg;;gg_ - Animals were lnspected daily and more fre-
quently if needed for signs of toxicity and mortality.

. Resiilts -~ Teoxicity - Unateady gate was observed in a total of

~ 1/10 animals cn gd 13-15 and 18-19 at 600 mg/kg/day, and 7/10
animals by the end of gestation; 5/10 animals on gd 11 and 13,

and 2/10 animals on gd 14 and 13 at the 1000 mg/kg/day dose

level. These effects. disappeared after gd 14 except in the 1

animals at 600 ng/kg/day and 1 animal at 1000 mg/kg/day. Pilo-

erection was cbserved in 2/10 animals, and urine stained fur in

1/10 animals at 1000 mg/kg/day. Vaginal bleeding occurred in 1

animal on gd 13 only at 600 mg/kg/day. No other adverse observa-

tions were 'eported. ; '

Mortality (Survival) - No unscheduled deaths were'repor*ed.

2. Body Weight - They were welghed on gd o, 1, 3, 6, 8, 10, 13,
15, 17, 19, and 20. The body weight gain was determlned betaeen
succe351ve weighings.

gegu;ts - Body weights and body weight gain were variable but
none appeared to demonstrate a dose related decrement or elevat-
ion. Statistically significant increases and decreases were
noted, but no treatment related responses were noted even at 1000
"mg/kg/day. Body weight gain was statlstlcally 31gn1f1cantlv
decreased on gd 8 to 10, but statistically significantly in- -
“creased on gd 13 to 15 at 1000 mg/kg/day (Table 004 of study 8).
On the other gestational days the body weights and weight gains
alternated between nominally elevated and nominally decreased. At
lLower dose levels, statistically significant body welght gain
elevations and decrements occurred but due to the inconsistencies
and failure <o exhibit body weight gain decrements at 1000
ng/kg/day, they probably were not dose related. However, it
should be noted that in study 4 the body weight gain was nominal-
ly elevated through out gestation in the 50 and 150 mg/kg/day
dose level, and statistically significantly elevated during gd
13-15 at both dose levels (Table 003 of study 4). In addition, a
statistically 51gnlficant body weight gain (111% of controls)
occurred at gd 0-20 at the 150 mg/kg/day dose level (Table 004 of
study 4). Although, these body weight gain increases may nct be
dose relatad, they could be indirectly related to effects seen on
the adrenal in another study. Similar body weight gain in-
creases, in addition to adrenal weight increases were seen in the
dermal developmental toxicity study (MRID # 414130-01) at analog-
ous dose levels. Adrenal weights were investigated only at the
600 and 1000 mq/ kg/day dose levels hlghnr 1n this series of

studies.

[}

'3.. Fecod consu=ptjon - Focd consumption was determined and mean -
daily intake was calculated. Efficiency was not determined in the
- submitted report. Food consumption was determined gd 0 to 1, 1
"to9 3, 3 to 6, 6 to 8, 8 to 10, 10 to 13, 13 to 15, 15 to 17, 17
to 19, and 19 =2 20. ' , :




' viable fetuses, dead fotuses, resorptions, and implantation sites
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Developmental Toxicity/83-3/Rat/BASF § 89-6190.

Results - Food consumption was generally comparable to control
7alues on the last one haif of the gestational cays. On gd 6 to 8
(83% of controls), 8 to 10 (64% of controls), and 10 to 13 (70%
of contrecls) at 1000 mg/kg/day, food consumption was statist-
ically significantly decreased. However, prellmlnary observations
of the food consumption and body weight gain patterns did not
indicate any dose related effects at the higher dose levels.
Relative efficiency of food utilization was not calculated
because preliminary calculatlons lndlcated that the results were

oo varlable.

4. Wate onsu ion -~ Water consunption was determined during
rhe same lntervals as the body’ welght.‘

Results - Water consumptlen was statlstzéally 51gn1f1cantly
different from controls from gestation day 0 to 6, about 113%,

and from day 6 to day 13, about 74% of controls in the 1000
.:g/kg/day dose group. The water consumption was nominally de~
creased from gd day 13 to 15 and nominally elevated during the .
remainder of gest=tion’at the 1000 mg/kg/day dose level. How- .
- ever, no dose related effects appeared to occur in water consump-

tion.

5. Bloed was coliected - Blood was collected from the retroorbi-
tal venus plexus. Blood was collected on gd 20. When a percent
change is reported below 'in parentheses, it refers to percent of
control values.

Tne CHECKED (X) parameters were examlned.

a. Hematolegy = ~ L
{ Hematocrit (HCT)=* ; Total plasma protein (TP)

% Zemoglcbin (HGB)* - Leukocyte differential count

¥ Teukocy<e count (WBC)* X Mean corpuscular =GB (MCH)

X Zrythrocyte count (RBC\* X Mean corpuscular EGB conc. (MCHC)
X Platelet count* . . X Mean corpuscular volume (MCV)

X Reticulccytes (RETI)

Results - Platelets'were statistically significantly depressed at
150 mg/kg/day (92%) in study 4. The white blood cell count was
statistically significantly depressed at 200 ng/kg/day in study .
5, and statistically significantly elevated at 1000 mg/kg/day in
.study 8. There were no statistically significant differences in
study 6. None of the effects showed any dose relationship or
consistency, and thus, these effects may not be test material

j related.

Mecrcesy of Mothers and Fetal Examinations: Dans were sac-

fzced on gd 20. Pregnant uteruses were weighed and subtracted
from the weight of the dam. The corpora lutea, the number of

7/

were counted. Eetal weights were determined and malformations and
variations were determined. The anai-genital distance and index
was determined in fetuses fronm study 4, 8, and 8. The anal-

8
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Develormental Toxicity/83-3/Rat/BASF-# 89-0190.
-genital index was determined by measuring the distance froa tie
center of the anal cpening to the base of the genital tubercls
divided by the fetal weicht. The zale fetuses in the -000 g,
kg/day dose group looked like females, but on examinat:ion of =he
placement and appearance of tkte male gonads, they appeared to be
superficially normal. On this basis the phenorenon was considsred
to be pseudohermaphroditism. Fetuses were stated to be exami-ed
according to the FIFRA gquidelines. Fetuses wvere examined exter-
nally and after fixation.in Bcuin's solution Zor soft tissue
anomalies by the method cf Barrow and Taylor {1969) [J Morph.
127: 291-30-6].  After fizaticn in alcohol abcut one half *he
fetuses were examined for skeletal anomalies ty the =ethod of
Dawson (1926) [Stain Techmol. 1: 123}. I

a. Gross gatgologx on Mothers - No dose related effeéts‘we:e

reported.

b. Results on Mothers - The carcass weight of dams, and ths
gravid uterus was not statistically significantly different f-om .
control values. Absolute and rélative liver weights (Abs. 132-

-+ 145% of control values) and adrerial weights (2bs. 220-280% of
control values) were statistically significantly elevated at.300 -
and 1300 mg/kg/day in study 8. Organ weights were not determined
at lcwer dose levels in tiae ctaer studies of this series. :

Reproduction data and corpora luteal counts, implantation
loss, and post-implantatisn lecss did not differ from control
values. o o . ‘ ‘ i

c. Results of the Fetal Exanmination - “he fetal anal-genital
distances are reported in Table 015 of study 4, Table Gl5 of
study .6, and Table 018 of study 8. The anal-c¢enital distance was
not determined in study 5. A statistically significant dcse
related decrease occurred in the anal-genital distance in =als
fetuses at 50 mg/kg/day aid higher, and in the anal-genital i-dex
at 150 mg/kg/day and higksr. Yo comment was rade with regard to
female fetuses, which may have also had undetected hor=one re-
lated effects. . : . ' )

~Fetal weights are statistically significantly depressed onlv

at 1000 mg/kg/day in study 8 (Table 019). Early, late, and total
resorptions did aot differ from control values. The number o3
live male and females fetuses did not differ from contcol values,
although at the 1000 mg/xz/day dose level, superficially thers
were no male fetuses. On soft-tissue eramination, the incidence
of dilated renal pelvis and hydroureter ir °etuses and
hydroureter in litters were each statisticaily significantly
elevated at 400 mg/kg/day in study 6 (Table 023 of study 6). it
the higher dose levels in study 8, statistically significant
increases occurred only ix hydroureter in fetuses at 600 =, ‘k3y/
day, but dilated renal pelvis was nominally elevated at 100C
mg/kg/day (Table 026 of study 8). However thase results nmay 1ot
" have been based cn sufficient numbers of litters to give defini-
~tive results. These resul:s were based on litters from 7, 5, and

8 dams in controls, 600, znd 1900 ag/kg/day dcse groups, respzc-
tively. Lower dose level groups contained 24 litters. In stuiy §

9
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with 24 litters, statistically significant increa: were seen in
Zvdroureter. and dilateif renmal pelvis in feTuses zt 400 :g/kq/
i2y. The LEL for this eZfect should ke considered 400 mg/kg/day
znd NOEL shculd e consiiersd 200 mg/kg/ day- ‘
on skeletal exaninaticz, the incidence of fetuses with .
accessory l4th rib is statistically signifizantly increased, and
+he incidence in litters is nominally increised at 400 mg/kc/day
in study 6 (Table 027 ¢ study 6). The accesscry iith rib was -
stavistically sicnifica=tly increased at ths 6Gu and 1009 mg/kg/ -
day dose leval in littess iz study 8 (Table 030 of study 8).
Cther parameters were statis-ically signifizantly increased and
‘some were statistically sigrmificantly decreased in fe:tuses, and
fetuses and litters, buz prcbably were not sompound related.
. Even the increased inciZences of 1lith rib maz not ke treatment
‘related because cf the 2igher incidence notad in the controls

than in dose groups of study 5, and the marzinai increase seen in B

study § and 8. T:tus the apparent effects on the 14th ribd are
equivocal. Statisticallw significant decreases occurred in Js-
sification cZ . the sterrebrae in fetuses at 300- and 1000 ng/kg/day
in study 8 (Table 022 of study 8). . . ,

D. DISCCSSICN AND ABSTRACT: ‘ : o .
vVinclozzlin vas aZnrinistered orally by gavage (vehicle tvas
0.5% carboxy=ethylcelluicse in water) to 25 rats/group at o, 15,
3, and 130 =g/kc/day in study 4 (34R0165/81084), at 0, 50, 100,
270 ng/kg/day in study 5 (34R0165/8408S8), ac O, 200, 400 ag/kg/
c¢ay in study & (3iRC1635,/34086), and to 1D rats/grcup at 0, 600,
and 1000 =g/xg”/day in study 8 (92R0165/84083) Zrcx= gestational
22y (gd) 5 tzrcugh 12. 2T g 20 the f{etu-es were investigated tv
scpropriate zethsds cutlined in OECD ancé FIZRA guidelines.
vaternal <oxicity was Zsncocnstrated at 6CU aad 1C00 mg/kgsday by
‘«=e statristizally significa=t increase In aisoliutes and relative
airenal and liver weigh= in study 8, the on.y stuly wherce organ
w2ights were jetermined. No ristology was conductsd on the or-
cans, but ot=er studies have demonstrated lipid accumulation in
t=~e adrenals, ané centrilckular cloudiness 3f the Jiver. 1In
aidition, a Zermal deveiopmental study (MRID # 414130-01) has
indicated adrenal and liver weight increases cccurred at 180
ag/kg/day and hicher. 3tatistically significant increases and
dacreases occurred in t=e bedy weight yain and in food consump-

‘tion with no apparent dcse relatedness in aiy of the studies. The

ralative efficiency of Zood utilization was too variabie to be
definitive. .. ' ' ' : :
Statistically significant male and female fetal 'body weight
screments c=currad at 2300 ang/kg/day in stidy 8. These weighrt
screments are ccasisersd taest naterial related.. i
: A statisticaily siznificant increase c:ccurrec in pseudchar-
maghroditisa among male fetuses. The term pseudohermaphrecditisn
was used =o Zescribe tha2 erffact beca:use thase nales exhibit2d
decreased anal-genital Zistances, but exhibited stperficially.

g
o

rcrmal intermal tastas. “ite anal-genital distance in mnale fetuses

w2s statistizally significantly decreased a2t S3J ag/kg/uay and

PR}




—,-r\r\e}
ST
¢ 7%

Developmental Toxicity/83-3/Rat/BASP # 89-0190.

higher 1:.n study 4, 6, and 8 (The anal-genital index was statisti-
cally significantly depressed at 150 mg/kg/day and higher). The
-2nal-genital distance and index were not determined in study S.
The response was dose related. Althotgh anal-genital index was .
not statistically significantly depressed at 50 mg/kg/day, it was.
nominally depressed. Considering the significantly depressed
anal-genital distance at 50 mg/kg/day and higher and the nominal-
ly depressed anai-genital index at 55 mg/kg/day, the NOEL for
this study was considered to te 15 mc/kg/day, the LDT. These
results are consistent with hcrmonal or anti-hormonal effects
from the test material. . '

Soft tissue examination cf fetuses indicated that increased
incidence occurred in dilated renal pelvis and hydroureter at 400
mg/kg/day in study 6. At higker dose levels in study 8, the
incidence of dilated renal pelvis‘ and hydroureter was nominally
increased. The failure of the dilated renal pelvis, and hydro-
ureter to be significantly increased in study 8 was attributed to
the fewer litters used ( 7, 5, and 8 in controls, 600, and 1000
mg/kg/day). The NOEL for these renal effects is considered to be
200 mg/kg/day. ' , R

Skeletal examination of Zetuse. indicated increased incid-
ence of accessory l4th rib at 400 mg/kg/day and in fetuses and
litters at 600, and 1000 mg/kz/day. These effects on the 14th
rib may be related to dose administration. Evaluation of the
Preliminary Study suggested a dose related increase in 14th ribs
at these high dose levels. Nc'other dose related effects were

reported. ‘ C

Summarv: : ‘
‘ Feur preliminary studies were ccnducted in rats to deter-

2ine the potential of Vinclo:zolin tc cause developmental ef-

fects. In the combined studies doses were administered by gavage

at o, 15, 50, 100, 150, 200, %00, 60, 1000 mg/kg/day from gesta-
tional day 6 to 19. Maternal toxicity was demonstrated at 600 'and

© 1000 mg/kg/day by the statistically significant increase in

absolute and relative adrenal and liver weight at 600, and 1000

mg/kqg/day, the only dose levels where organ weights were deter-

min No histology was conducted on the organs, but other stud-

ies have demonstrated lipid accumulation in the adrenals, and

centrilobular cloudiness of the -liver. No dose related body

weight effects occurred in dams. A dose related statistically

significant increase occurred in psemdohermaphroditism among male

fetuses at the 50 mg/kg/day dose level and above. The term pseu-

dohermaphroditism was used to describe the effect because these

males exhibited decreased anal-genital distances, but exhibited

superficially normal internal testes. At higher dose levels renal

and skeletal effects were noted at 4100 mg/kg/day. .

No effects were noted at 15 mz/kg/day. - .

DER for Developmental Tbxicitg/s9/0130/3480165/84084/84085/
84086/84088/B:\VINCLV23.23C\DIEV4COM.FUL/DAnderson/4/22/90.
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